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Clinical significance of post-operative bile reflux gastritis

Bile reflux gastritis is gastritis caused by the enterogastric reflux
of bile and other small bowel constituents. It is often defined
pathologically as the presence of mononuclear and polymorpho-
nuclear cellular infiltration within the gastric tissues, and graded
by the bile reflux index.' Endoscopically, bile reflux gastropathy
can be seen as the presence of erythema, petechiae, and/or ero-
sions in the gastric mucosa together with the presence of bile. It
is well known that gastritis is common after gastrectomy and per-
haps after vagotomy and/or pyloroplasty. While some of this gas-
tritis may be due to Helicobacter pylori (H. pylori) infection,
some is likely to be related to bile reflux. In one retrospective
study of patients who were followed for one-year post-distal gas-
trectomy, the prevalence of H. pylori infection and bile reflux
was both more common in patients with endoscopic gastritis than
in those without gastritis. The severity of histologic gastritis was
also higher in patients with bile reflux than in those without bile
reflux.” Besides gastrectomy, vagotomy, and pyloroplasty, most
publications suggested that bile reflux gastritis is also associated
with cholecystectomy. In one series, the prevalence of bile reflux
gastritis was reported to be as high as 58% among patients who
were followed for up to 6 months after cholecystectomy.® If the
association between surgery and bile reflux gastritis is true, one
would expect bile reflux gastritis to be increasingly common for
the below reasons. Gallstone disease is a highly prevalence dis-
ease, with many patients undergoing cholecystectomy for control
of their symptoms and complications. Sleeve gastrectomy, and
gastric bypass, which are associated with bile reflux gastritis,*
are becoming mainstream treatment options for morbid obesity.
If post-operative bile reflux gastritis is indeed common or becom-
ing common, the question is what is its clinical implications? In
other words, is post-operative bile reflux gastritis a harmless con-
dition or can it be responsible for symptoms, and other long-term
upper gastrointestinal mucosal disorders?

Bile reflux non-erosive gastritis is generally considered to
be short-lived and not likely to cause dyspepsia. However, a
recent retrospective study suggested that bile reflux gastritis
could be associated with significant abdominal pain.’ The authors
found that cholecystectomy was associated with bile reflux
gastropathy. Patients with bile reflux gastropathy reported more
severe abdominal pain than those with non-bile gastropathy or
no gastropathy. In another study among patients who had refrac-
tory alkaline reflux gastritis due to a variety of previous gastric
surgeries, remedial gastric surgery was found to be effective in
relieving symptoms in 87% of these patients,® suggesting that
there was a cause-and-effect relationship between bile reflux gas-
tritis, and symptoms. The relationship between bile reflux gastri-
tis and dyspepsia is likely to remain controversial because of
several reasons. Firstly, how strictly one defines bile reflux gas-
tritis clinically, endoscopically, histologically, and biochemically
is likely to impact on the severity of the reflux, and thus its

resultant injury, and likelihood of causing symptoms. Secondly,
some of the dyspeptic symptoms may have nothing to do with
the gastritis. Indeed, bile reflux could co-exist with gastro-
oesophageal reflux, and some of the upper gastrointestinal symp-
toms could thus be attributed to gastro-oesophageal reflux dis-
ease rather than the gastritis.

Perhaps what is more concerning about bile reflux gastritis
is its possible role in causing gastric intestinal metaplasia, in par-
ticular intestinal metaplasia at the cardia,®’ which is a precursor
of cardia cancer. Indeed, a relationship between cholecystectomy
and oesophagogastric junction cancer was shown in a study
based on the Finnish Cancer Registry data in 2016.® Some stud-
ies also found a significant association between bile reflux and
Barrett’s oesophagus,® suggesting that bile reflux could aggravate
acid reflux in promoting metaplastic changes in the distal
oesophagus. If the role of bile in Barrett’s oesophagus is real,
and since cholecystectomy predisposes to bile reflux, a relation-
ship between cholecystectomy and Barrett’s adenocarcinoma
should be possible. Indeed, such an association was demonstrated
in a population-based cohort study in Sweden crosslinked with
the Swedish Cancer Register. Cholecystectomized patients were
found to have an increased risk of adenocarcinoma of the
oesophagus, and not oesophageal squamous cell carcinoma.'®

The management of bile reflux gastritis depends largely on
its aim. If the main issue is dyspepsia, mucoprotective agents
such as sucralfate, proton pump inhibitors such as rabeprazole,
and prokinetic such as domperidone have all been shown to be
effective for symptomatic relief compared with placebos.!"'? In
treating erosive oesophagitis, or nonerosive nonacidic reflux dis-
ease among the post-cholecystectomy patients, it is important to
recognise that bile reflux may be the cause, and this condition
may not respond as well to the traditional proton pump inhibitor
therapy. Mucoprotective agents and prokinetics may be the pre-
ferred treatment for this non-acid related condition instead. While
the association of bile reflux gastritis with gastric and
oesophageal intestinal metaplasia remains to be confirmed, it
may be prudent to consider performing opportunistic endoscopic
surveillance among the high-risk post-cholecystectomy or post-
gastrectomy patients, such as those who are above 50 years of
age, or in those who also had past H. pylori infection.

With the widespread performance of cholecystectomy, and
other surgeries such as obesity surgery, bile reflux gastritis is
likely to be an increasingly recognised condition. As it is still a
relatively poorly defined condition, this editorial is written with
the aim of highlighting the need to conduct further studies; to
confirm its predisposing factors, symptomatic role, and its carci-
nogenic risk. Understanding these issues may have potentially
important implications for the prevention of gastric and
oesophageal intestinal metaplasia and their associated adenocarci-
noma among patients with post-surgical bile reflux gastritis.
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